Experimental Section
Microsomal stability assay: Four µL of 1 mM test compound (XHE-III-74 ethyl ester or XHE-III-74-Acid at a final concentration of 10µM) in DMSO were preincubated at 37°C for 5 minutes on a digital heating shaking dry bath (Fischer scientific, Pittsburgh, PA) µL were taken at time intervals of 0 (without microsomes, S9 fraction or blood plasma), 10, 20, 30, 40, 50 and 60 minutes. Each aliquot was added to 100 µL of cold acetonitrile solution containing 1 µM of verapamil HCL as internal standard. This was followed by sonication for 10 seconds and centrifugation at 10,000 rpm for 5 minutes. 100 µL of the supernatant was transferred into Spin-X HPLC filter tubes (Corning Incorporated, NY) and centrifuged at 13,000 rpm for 5 minutes. The filtrate was diluted 100 fold and subsequently analyzed by LC-MS/MS with Shimadzu LCMS 8040, (Shimadzu Scientific Instruments, Columbia, MD). The ratio of the peak areas of the internal standard and test compound was calculated for every time point and the natural log of the ratio were plotted against time to determine the linear slope (k). The metabolic rate (k*C0/C), half-life (0.693/k), and internal clearance (V*k) were calculated, where k is the slope, C0 is the initial concentration of test compound, C is the concentration of microsomes/S9 fraction 3 or mouse plasma, and V is the volume of incubation in µL per microsomal protein in mg. All experiments were repeated three times in duplicates. 
